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DETAILED ACTION 

• Receipt is acknowledged of applicants' response to election of species requirement, 
filed on 7 March 2011. 

• Applicants have not presented any new arguments in the response filed on 4 
October 2010. 

Status of Claims 

Claims 1-74 are cancelled. Claims 75-146 are pending. Claims 101-103 are 
withdrawn. Claims 75-100 and 104-146 are rejected. 

Election/Restrictions 

Applicants' election without traverse of Group (b) in the reply filed on 7 March 
201 1 is acknowledged. 

Claims 101-103 are withdrawn from further consideration pursuant to 37 CFR 
1.142(b) as being drawn to a nonelected species, there being no allowable generic or 
linking claim. Election was made without traverse in the reply filed on 7 March 201 1 . 

Claim Rejections - 35 USC §103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 1 02 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 
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1. Claims 75-100 and 104-146 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Fanara et al. (U.S. Pat. No. 6,699,502) in view of Findlay et al. (U.S. 
Pat. No. 4,650,807). Both references are currently of-record. 

Fanara et al. ('502) teach oral pharmaceutical compositions for controlled release 
of active substances, whereby the compositions include multi-layered formulations. The 
compositions can be administered in a few daily doses, ideally in a single daily dose 
(see column 1, lines 5-13 and Abstract). The release of active substances during oral 
administration can be controlled by means of matrix-type pharmaceutical compositions 
(col. 1, lines 14-16). 

According to Fanara, it is increasingly therapeutically advantageous to be able to 
simultaneously administer by the oral route an active substance released immediately 
after administration, and the same or a second active substance released gradually and 
regularly after administration. In the case where an active substance is released 
immediately and another active substance is released gradually, this makes it possible 
to obtain combined therapeutic effects by means of two active substances having very 
different pharmacokinetic profiles (col. 2, lines 36-50). 

The compositions allow regular and continuous release of active substances over 
periods of at least 12 hours (col. 3, lines 28-31). The controlled release compositions 
can be used in combination with an immediate release pharmaceutical composition for 
the same or for another active substance, in a single unit intended to be administered 
orally (col. 2, lines 32-37). EUDRAGIT™ (i.e. polymers and copolymers of at least one 
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of methacrylic acid and methacrylate) is disclosed as a controlled-release matrix 
excipient (Example 10). 

Suitable active substances disclosed include antihistamines, analgesics, 
antitussives and the like (col. 4, lines 57-58). Specific active substances taught include 
decongestants, such as pseudoephedrine, phenylepherine, phenylpropanolamine and 
antitussives such as hydrocodone, codeine, morphine, their optimal isomers or 
pharmaceutically acceptable salts (col. 4, lines 58- 67). 

The pharmaceutical compositions are provided in the form of tablets, of which bi- 
layered and multi-layered tablets are also included (col. 5, line 15 - col. 6, line 25). 

The Examples at columns 6-18 demonstrate various layered controlled release 
pharmaceutical compositions of the invention. For instance, Example 7 at column 12, 
demonstrates a double-layered tablet comprising hydrocodone bitartrate. The double 
layered- tablets contained 15 mg doses of hydrocodone consisting of a controlled- 
release layer containing a 10 mg dose of hydrocodone and an immediate-release layer 
containing a 15 mg dose of hydrocodone. The results showed that 35% of hydrocodone 
was already released after 1 hour, which corresponds to the hydrocodone content in the 
immediate release layer (33.3% of the total dose). The release of the hydrocodone 
continued gradually and regularly (col. 12, line 24- col. 13, line 26). 

With respect to the instant claim limitation of the "dosage form providing a 
plasma concentration within a therapeutic range of the at least one second drug over a 
period which is coextensive with at least about a claimed percent of a period over which 
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the dosage form provides a plasma concentration within a therapeutic range of the first 
drug", it is the position of the Examiner that the Fanara reference meets these claim 
limitations. The Fanara reference explicitly recognizes and teaches simultaneous 
administration of multiple active agents whereby it is possible to combine therapeutic 
effects of active substances having very different pharmacokinetic profiles. Thus, the 
Fanara reference teaches an objective similar to that being claimed by Applicant. 

With regards to the plasma half-lives claimed, it is noted that the Fanara 
reference teaches similar active ingredients as claimed and thus, the plasma half-lives 
would be expected to be the same as that claimed herein by Applicant. 

Regarding the limitation of the 'tablet comprising a matrix with the first drug and 
particles which comprise the second drug', the Examiner points out that Fanara teaches 
the use of layered, both bi-layered and multi-layered tablets and thus, this limitation is 
also met by the primary reference. 

Fanara et al. teach antihistamines (col. 4, line 58). Fanara et al. do not teach the 
antihistamines promethazine and chlorpheniramine and do not teach the antitussive 
expectorant, guaifenesin. 

Findlay et al. ('807) teach antihistaminic compositions, which can be in the form 
of tablets (col. 1, lines 6-25); (col. 5, lines 33-50). Suitable antihistamines taught include 
pheniramines and promethazine (col. I, lines 26-31). Findlay et al. teach that the active 
compound may be formulated with a sympathomimetic agent such as decongestants 
(pseudoephedrine, phenylpropanolamine), an antitussive (i.e., codeine), an analgesic, 
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anti- inflammatory or an antitussive-expectorant such as guaifenesin (col. 5, lines 1-21). 
The compositions are free from sedative effects and have little or no anticholinergic 
effects (Abstract). 

It would have been obvious to one of ordinary skill in the art at the time the 
invention was made to incorporate the suitable antihistamines and expectorants taught 
by Findlay el al. within the formulations of Fanara et al. One of ordinary skill in the art 
would be motivated to do so with a reasonable expectation of success because Findlay 
et al. teach antihistamines, such as pheniramines and promethazine and antitussive- 
expectorants, such as guaifenesin, which are useful for their histamine-blocking and 
cough suppressing properties. The expected result would be an improved formulation 
for the treatment of cough suppression and allergic conditions. 

With regards to particular amounts of active agents, the Examiner points out that 
generally, differences in concentration will not support the patentability of subject matter 
encompassed by the prior art unless there is evidence indicating such concentration is 
critical. "[W]here the general conditions of a claim are disclosed in the prior art, it is not 
inventive to discover the optimum or workable ranges by routine experimentation." In re 
Aller, 220 F.2d 454, 456, 105 USPQ 233,235 (CCPA 1955). 

2. Claims 75-100 and 104-146 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Fanara et al. (U.S. Pat. No. 6,699,502) in view of Paradissis et al. 
(U.S. Pat. No. 5,445,829). Both references are currently of-record. 



Application/Control Number: 10/736,902 Page 7 

Art Unit: 1615 

Fanara etal. ('502) teach oral pharmaceutical compositions for controlled release 
of active substances, whereby the compositions include multi-layered formulations. The 
compositions can be administered in a few daily doses, ideally in a single daily dose 
(see column 1, lines 5-13 and Abstract). The release of active substances during oral 
administration can be controlled by means of matrix-type pharmaceutical compositions 
(col. 1, lines 14-16). 

According to Fanara, it is increasingly therapeutically advantageous to be able to 
simultaneously administer by the oral route an active substance released immediately 
after administration, and the same or a second active substance released gradually and 
regularly after administration. In the case where an active substance is released 
immediately and another active substance is released gradually, this makes it possible 
to obtain combined therapeutic effects by means of two active substances having very 
different pharmacokinetic profiles (col. 2, lines 36-50). 

The compositions allow regular and continuous release of active substances over 
periods of at least 12 hours (col. 3, lines 28-31). The controlled release compositions 
can be used in combination with an immediate release pharmaceutical composition for 
the same or for another active substance, in a single unit intended to be administered 
orally (col. 2, lines 32-37). EUDRAGIT™ (i.e. polymers and copolymers of at least one 
of methacrylic acid and methacrylate) is disclosed as a controlled-release matrix 
excipient (Example 10). 
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Suitable active substances disclosed include antihistamines, analgesics, 
antitussives and the like (col. 4, lines 57-58). Specific active substances taught include 
decongestants, such as pseudoephedrine, phenylepherine, phenylpropanolamine and 
antitussives such as hydrocodone, codeine, morphine, their optimal isomers or 
pharmaceutical^ acceptable salts (col. 4, lines 58-67). 

The pharmaceutical compositions are provided in the form of tablets, of which bi- 
layered and multi-layered tablets are also included (col. 5, line 15 - col. 6, line 25). 

The Examples at columns 6-18 demonstrate various layered controlled release 
pharmaceutical compositions of the invention. For instance, Example 7 at column 12, 
demonstrates a double-layered tablet comprising hydrocodone bitartrate. The double 
layered- tablets contained 15 mg doses of hydrocodone consisting of a controlled- 
release layer containing a 10 mg dose of hydrocodone and an immediate-release layer 
containing a 15 mg dose of hydrocodone. The results showed that 35% of hydrocodone 
was already released after 1 hour, which corresponds to the hydrocodone content in the 
immediate release layer (33.3% of the total dose). The release of the hydrocodone 
continued gradually and regularly (col. 12, line 24 - col. 13, line 26). 

With respect to the instant claim limitation of the "dosage form providing a 
plasma concentration within a therapeutic range of the at least one second drug over a 
period which is coextensive with at least about a claimed percent of a period over which 
the dosage form provides a plasma concentration within a therapeutic range of the first 
drug", it is the position of the Examiner that the Fanara reference meets these claim 
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limitations. The Fanara reference explicitly recognizes and teaches simultaneous 
administration of multiple active agents whereby it is possible to combine therapeutic 
effects of active substances having very different pharmacokinetic profiles. Thus, the 
Fanara reference teaches an objective similar to that being claimed by Applicant. 

With regards to the plasma half-lives claimed, it is noted that the Fanara 
reference teaches similar active ingredients as claimed and thus, the plasma half-lives 
would be expected to be the same as that claimed herein by Applicant. 

Regarding the limitation of the 'tablet comprising a matrix with the first drug and 
particles which comprise the second drug', the Examiner points out that Fanara teaches 
the use of layered, both bi-layered and multi-layered tablets and thus, this limitation is 
also met by the primary reference. 

Fanara et al. teach antihistamines (col. 4, line 58). Fanara et al. do not teach the 
antihistamines promethazine and chlorpheniramine and do not teach the expectorant, 
guaifenesin. 

Paradissis et al. ('829) teach extended release pharmaceutical compositions 
containing both an immediate release formulation and an extended release formulation, 
whereby the compositions are preferably in the form of a tablet (see col. 1 , lines 15-26). 
The compositions include pharmaceutically active compounds, such as antihistamines, 
antitussives, expectorants and decongestants (col. 3, lines 34-41). Suitable 
antihistamines taught include chlorpheniramine maleate and promethazine. Suitable 
antitussive-expectorants taught include guaifenesin (col. 4, lines 39-47). 
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It would have been obvious to one of ordinary skill in the arl;. at the time the 
invention was made to incorporate the suitable antihistamines and antitussive- 
expectorants taught by Paradissis et al. within the formulations of Fanara et al. One of 
ordinary skill in the art would be motivated to do so with a reasonable expectation of 
success because Paradissis et al. teach pharmaceutical compositions comprising 
effective antihistamines, such as chlorpheniramine and promethazine and teach 
antitussive-expectorants, such as guaifenesin, which are known to be useful for their 
histamine-blocking and cough suppressing effects. The expected result would be an 
enhanced formulation for treating cough and allergic conditions. 

With regards to particular amounts of active agents, the Examiner points out that 
generally, differences in concentration will not support the patentability of subject matter 
encompassed by the prior art unless there is evidence indicating such concentration is 
critical. "[W]here the general conditions of a claim are disclosed in the prior art, it is not 
inventive to discover the optimum or workable ranges by routine experimentation." In re 
Aller, 220 F.2d 454, 456, 105 USPQ 233,235 (CCPA 1955). 



Double Patenting 

The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. A nonstatutory 
obviousness-type double patenting rejection is appropriate where the conflicting claims 
are not identical, but at least one examined application claim is not patentably distinct 
from the reference claim(s) because the examined application claim is either anticipated 
by, or would have been obvious over, the reference claim(s). See, e.g., In re Berg, 140 
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F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re Goodman, 11 F.3d 1046, 29 
USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 
1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 
F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 
USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1 .321 (c) or 1 .321 (d) 
may be used to overcome an actual or provisional rejection based on a nonstatutory 
double patenting ground provided the conflicting application or patent either is shown to 
be commonly owned with this application, or claims an invention made as a result of 
activities undertaken within the scope of a joint research agreement. 

Effective January 1, 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 
37 CFR 3.73(b). 



1. Claims 75-100 and 104-146 are provisionally rejected on the ground of 
nonstatutory obviousness-type double patenting as being unpatentable over claims 1-98 
of copending Application No. 10/798,884 ('884 application). Although the conflicting 
claims are not identical, they are not patentably distinct from each other because similar 
subject matter has been claimed in each of the copending applications. 

The first drug of the instant application is promethazine, whereas the first drug of the 
copending '884 application is morphine and pharmaceutical^ acceptable salts thereof. 
However, it would be obvious to one of ordinary skill in the art to incorporate any 
suitable active agents that are biocompatible, each with the other. While the '884 
copending application claims a first drug being morphine derivatives having antitussive 
activity, it is noted that the instant application demonstrates that additional active 
agents, such as antitussives, can also be used in the composition (see instant claims 4 
&5). Thus, there would be ample motivation to use the morphine derivatives having 
antitussive activity of '884 within the pharmaceutical dosage of the instant application, 
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since the instant application recognizes that antitussives are also useful in their 
composition. 

This is a provisional obviousness-type double patenting rejection because the 
conflicting claims have not in fact been patented. 

2. Claims 75-100 and 104-146 are provisionally rejected on the ground of 
nonstatutory obviousness-type double patenting as being unpatentable over claims 1- 
101 of copending Application No. 10/910,806 ('806 application). 

Although the conflicting claims are not identical, they are not patentably distinct 
from each other because similar subject matter has been claimed in each of the 
copending applications. The first drug of the instant application is promethazine, 
whereas the. first drug of the copending '806 application is carbetapentane and 
pharmaceutical^ acceptable salts thereof. However, it would be obvious to one of 
ordinary skill in the art to incorporate any suitable active agents that are biocompatible, 
each with the other. While the '806 copending application claims a first drug being 
carbetapentane, which is a cough suppressant/expectorant, it is noted that the instant 
application demonstrates that additional active agents, such as expectorants can also 
be used in the composition (see instant claims 10-11). Thus, there would be ample 
motivation to use the cough suppressant/expectorant, carbetapentane of '806 within the 
pharmaceutical dosage of the instant application, since the instant application 
recognizes that cough suppressants/expectorants are also useful in their composition. 
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This is a provisional obviousness-type double patenting rejection because the 
conflicting claims have not in fact been patented. 

3. Claims 75-100 and 104-146 are provisionally rejected on the ground of 
nonstatutory obviousness-type double patenting as being unpatentable over claims 1- 
128 of copending Application No. 10/939,351 ('351 application). Although the conflicting 
claims are not identical, they are not patentably distinct from each other because similar 
subject matter has been claimed in each of the copending applications. 

The first drug of the instant application is promethazine, whereas the first drug of 
the copending '351 application is phenylepherine and pharmaceutical^ acceptable salts 
thereof. However, it would be obvious to one of ordinary skill in the art to incorporate 
any suitable active agents that are biocompatible, each with the other. While the '351 
copending application claims a first drug being phenylepherine, which is a 
decongestant, it is noted that the instant application demonstrates that additional active 
agents, such as decongestants (i.e., phenylepherine) can also 
be used in the composition (see instant claims 6-7). Thus, there would be ample 
motivation to use the decongestant, phenylepherine of '351 within the pharmaceutical 
dosage of the instant application, since the instant application recognizes that 
decongestants (i.e., phenylephereine) are also useful in their composition. 

This is a provisional obviousness-type double patenting rejection because the 
conflicting claims have not in fact been patented. 
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4. Claims 75-100 and 104-146 are provisionally rejected on the ground of 
nonstatutoryobviousness-type double patenting as being unpatentable over claims 1-84 
of copending Application No. 11/012,267 ('267 application). Although the conflicting 
claims are not identical, they are not patentably distinct from each other because similar 
subject matter has been claimed in each of the copending applications. 

The first drug of the instant application is promethazine, whereas the first drug of 
the copending '267 application is diphenhydramine and pharmaceutical^ acceptable 
salts thereof. However, it would be obvious to one of ordinary skill in the art to 
incorporate any suitable active agents that are biocompatible, each with the other. While 
the '267 copending application claims a first drug being diphenhydramine, which is a 
antihistamine, it is noted that the instant application demonstrates that additional active 
agents, such as antihistamines can also be used in the composition (see instant claims 
8-9). Thus, there would be ample motivation to use the antihistamine, diphenhydramine 
of '267 within the pharmaceutical dosage of the instant application, since the instant 
application recognizes that antihistamines are also useful in their composition. 

This is a provisional obviousness-type double patenting rejection because the 
conflicting claims have not in fact been patented. 

5. Claims 75-100 and 104-146 are provisionally rejected on the ground of 
nonstatutory obviousness-type double patenting as being unpatentable over claims 1- 
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156 of copending Application No. 11/115,321 ('321 application). Although the conflicting 
claims are not identical, they are not patentably distinct from each other because similar 
subject matter has been claimed in each of the copending applications. 

The first drug of the instant application is promethazine, whereas the first drug of 
the copending '321 application is selected from decongestants, antitussives, 
expectorants, analgesics and antihistamines. However, it would be obvious to one of 
ordinary skill in the art to incorporate any suitable active agents that are biocompatible, 
each with the other. It is noted that the instant application demonstrates that additional 
active agents, such as antihistamines, antitussives, expectorants and decongestants 
can also be used in the composition (see instant claim 2). It is also noted that the '321 
copending application also claims the use of suitable antihistamines, such as 
promethazine (see claims 12-13 of '321). Thus, there would be ample motivation to use 
the antihistamine, promethazine of '321 within the pharmaceutical dosage of the instant 
application, and there would be ample motivation to use the antitussives, expectorants 
and decongestants of '321 within the instant application, since the instant application 
recognizes that suitable drugs (antihistamines, antitussives, expectorants, 
decongestants) are also useful in their composition. 

This is a provisional obviousness-type double patenting rejection because the 
conflicting claims have not in fact been patented. 
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6. Claims 75-100 and 104-146 are provisionally rejected on the ground of 
nonstatutory obviousness-type double patenting as being unpatentable over claims 1-44 
of copending Application No. 1 1/102,725 ('725 application). 

Although the conflicting claims are not identical, they are not patentably distinct 
from each other because similar subject matter has been claimed in each of the 
copending applications. The first drug of the instant application is promethazine and the 
first drug of the copending '725 application is also promethazine and pharmaceutical^ 
acceptable salts thereof. The claims differ in the duration of the plasma concentration 
range ('725 recites plasma concentration for at least about 24 hours). However, suitable 
plasma concentration range and duration of therapeutic effects can be determined by 
one of ordinary skill in the art through routine experimentation. It is also noted that '725 
claims a second further drug (see claims 16-17), as does the instant application. It 
would be obvious to one of ordinary skill in the art to incorporate any suitable active 
agents that are biocompatible, each with the other. There would be ample motivation to 
use the additional drugs disclosed in the '725 application within the instant application, 
since the instant application recognizes the use of the same drugs and 
recognizes the drugs to be useful in their composition. 

This is a provisional obviousness-type double patenting rejection because the 
conflicting claims have not in fact been patented. 
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7. Claims 75-100 and 104-146 are provisionally rejected on the ground of 
nonstatutory obviousness-type double patenting as being unpatentable over claims 1-44 
of copending Application No. 11/102,726 ('726 application). Although the conflicting 
claims are not identical, they are not patentably distinct from each other because similar 
subject matter has been claimed in each of the copending applications. 

The first drug of the instant application is promethazine, whereas the first drug of 
the copending '726 application is diphenhydramine and pharmaceutical^ acceptable 
salts thereof. However, it would be obvious to one of ordinary skill in the art to 
incorporate any suitable active agents that are biocompatible, each with the other. While 
the '726 copending application claims a first drug being diphenhydramine, which is a 
antihistamine, it is noted that the instant application demonstrates that additional active 
agents, such as antihistamines can also be used in the composition (see instant claims 
8-9). Thus, there would be ample motivation to use the antihistamine, diphenhydramine 
of '726 within the pharmaceutical dosage of the instant application, since the instant 
application recognizes that antihistamines are also useful in their composition. 

This is a provisional obviousness-type double patenting rejection because the 
conflicting claims have not in fact been patented. 

8. Claims 75-100 and 104-146 are provisionally rejected on the ground of 
nonstatutory obviousness-type double patenting as being unpatentable over claims 1-55 
of copending Application No. 11/115,293 ('293 application). Although the conflicting 
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claims are not identical, they are not patentably distinct from each other because similar 
subject matter has been claimed in each of the copending applications. 

The first drug of the instant application is promethazine, whereas the first drug of 
the copending '293 application is selected from decongestants, antitussives, 
expectorants, mucus thinning drugs, analgesics and antihistamines. However, it would 
be obvious to one of ordinary skill in the art to incorporate any suitable active agents 
that are biocompatible, each with the other. It is noted that the instant application 
demonstrates that additional active agents, such as antihistamines, antitussives, 
expectorants and decongestants can also be used in the composition (see instant claim 
2). It is also noted that the '293 copending application also claims the use of suitable 
antihistamines, such as promethazine (see claim 2 of '293). Thus, there would be ample 
motivation to use the antihistamine, promethazine of '293 within the pharmaceutical 
dosage of the instant application, and there would be ample motivation to use the 
antitussives, expectorants and decongestants of '293 within the instant application, 
since the instant application recognizes that suitable drugs (antihistamines, antitussives, 
expectorants, decongestants) are also useful in their composition. 

This is a provisional obviousness-type double patenting rejection because the 
conflicting claims have not in fact been patented. 

★ 
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Correspondence 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to HASAN AHMED whose telephone number is (571)272- 
4792. The examiner can normally be reached on 9am - 5:30pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Robert A. Wax can be reached on (571)272-0623. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/H. A./ 

Examiner, Art Unit 1615 

/Robert A. Wax/ 
Supervisory Patent Examiner 
Art Unit 1615 



